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DETAILED ACTION 

Claims 19, 21, 23-25 27, 42, 43 are pending. Claims 19, 21, 23, 24, 27, 
42 and 43 are considered on the merits. Claim 25 is withdrawn from 
consideration as being drawn to a non-elected invention. 

Election /Restriction 
Applicants species election of FF-MAS for examination is acknowledged. 

Claim Rejections - 35 USC §112 
INDEFINITE 

Claims 19, 21, 23, 24, 27, 42 and 43 remain rejected under 35 
U.S.C. 1 1 2, second paragraph, as being indefinite for failing to particularly 
point out and distinctly claim the subject matter which applicant regards as the 
invention. 

Please do not use abbreviations in the claims at least without prior 
definition in the claims. 

Claim 1 9 still uses MAS which is not defined. 

Claim 21 uses Ml 1 which is not defined. 

Claim 43 uses 'Mil" which is not defined. 

Please observe that the abbreviations for metaphase II are not consistent, 
throughout the claims. 

Claim Rejections -35 USC § 102 

Claims' 19, 21, 23, 24, 42 and 43 remain rejected under 35 U.S.C. 102(b) 
as being clearly anticipated by US 5,71 6,777 [A] or WO 96/00235 [N] in light of 
Smitz eta/. [U]. 
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The claims are directed to a method for in vitro fertilization comprising: 
culturing oocytes in metaphase II with spermatozoa in a culture medium which 
comprises MAS, thereby 
forming zygotes or pre-embryos. 

The elected species is FF-MAS which is 4,4-dimethyl-5a-cholesta- 
8,14,24-triene-3p-ol. 

The references are relied upon as explained below. 

US 5,716,777 or WO 96/00235 contain essentially the same material. 
The references disclose that "when in vitro fertilization is performed, better 
results are achieved, when a meiosis inducing substance of formula (I) is added 
to the medium in which the oocytes are kept." The compounds of formula (I), 
include 4,4-dimethyl-5a-cholesta-8,l 4,24-triene-3p-ol, col. 5. Please note 
that in Example 10, the mice were given a gonadotropin injection and allowed 
to wait 48 hours before oocyte collection. Thus, the oocytes are not 
homogeneous with regard to the phase of maturation and the population 
should have oocytes in MM due to the gonadotropin regime. 

Smitz eta/, is a review which demonstrates what is known in the art of in 
vitro fertilization. It shows schematically in Figure 1 , the different techniques 
to culture oocytes in relation to the stage of development of the oocyte. The 
culturing of oocyte-cumulus complex as well as of a denuded oocyte is 
demonstrated. After ovulation induction for IVF (gonadotropin administration), 
80% of the harvested oocytes are metaphase II and the remaining oocytes are 
either metaphase I or GV (page 1 50). Therefore incubation of these oocytes, as 
is routine in the art, would include metaphase I, metaphase II and GV oocytes. 
Routinely, for in vitro fertilization, spermatozoa are added to the medium and 
oocytes allowed to be fertilized and divide, prior to selection of a few 
blastocysts or embryos for implantation. 
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Thus, the teaching of US 6,716,777 or WO 96/00235 of the addition of a 
meiosis-stimulating sterol to the incubation medium of the oocyte in a method 
of in vitro fertilization, inherently incorporates all the steps routine in in vitro 
fertilization methods. 

Claim Rejections - 35 USC § 103 
Claims 1 9, 21 , 23, 24, 27, 42 and 43 remain rejected under 35 
U.S.C. 103(a) as being unpatentable over Smitz eta/. [U] or US 5,693,534 [B] in 
combination with US 5,716,777 [A] or WO 96/00235 [N]. 

The claims have been discussed above. 

Smitz et al. disclose that in routine IVF procedures, after routine 
gonadotropin administration schedule, harvested oocytes are 80% in Mil. When 
cultured in standard IVF medium, further maturation of the immature oocytes 
which were collected to Mil is obtained (page 1 50). In Figure 1 , in vitro 
maturation of antral, preovulatory oocytes is shown. The inference to be drawn 
from this statement is that 20% of the oocytes are in earlier stages than Mil. 
The reference lacks the inclusion of the claim specific sterol in the incubation 
medium. 

US 5,716,777 and WO 96/00235 were explained above. 

US 5,693,534 is cited to show what is known and routine in the art of IVF 
(cols. 5 and 6). At col. 5, I. 62, it is stated that after gonadotropin 
administration in vivo to induce maturation of oocytes, about 40% of the 
oocytes are already at Mil at time of collection. In the examples, immature 
oocytes from an unstimulated animal (no gonadotropin administrations) are 
cultured and develop into Mil oocytes 



Smitz eta/, and US 5,693,534 lack the inclusion of a sterol in the medium 
used for oocyte maturation and fertilization. 
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The addition of a meiosis stimulating sterol such as FF-MAS to the 
culture medium of oocytes used in IVF in the method of Smitz et al. would have 
been obvious when taken with US 5,716,777 or WO 96/00235 because both 
suggest such an addition. 

One of ordinary skill in the art would have been motivated at the time of 
invention to make this addition in order to obtain the results as suggested by 
the references with a reasonable expectation of success. The claimed subject 
matter fails to patentably distinguish over the state of the art as represented by 
the cited references. Therefore, the claims are properly rejected under 35 
U.S.C. §103. 

Response to Arguments 

Applicants' arguments filed 2/1 2/07 have been fully considered but they 
are not persuasive; 

Applicants argue that US 5,716,777 relates to the resumption of meiosis 
in oocytes from the prophase of the first meiotic division (meiosis I) using MAS. 
However, a careful reading of the document does not support this narrower 
finding urged by applicants. Please see col. 3, I. 39, where it is stated "Also, 
when in vitro fertilization is performed, better results are achieved, when a 
meiosis inducing substances of formula (I) is added to the medium in which the 
oocytes are kept.". Thus, it is difficult to find support in US 5,71 6,777 for 
applicant's urging, particularly with regard to the blanket statement concerning 
the utility of the instant sterols in in vitro fertilization techniques which include 
according to Smitz et al. harvesting oocytes after induction by gonadotropin 
treatment and that harvested oocytes in routine IVF procedures are a mixture of 
stages of oocytes, some of which are MM phase oocytes. Applicants point to the 
section of US '777 where it is stated that "For use as a contraceptive agent in 
females, a meiosis inducing substance can be administered so as to 
prematurely induce resumption of meiosis in oocytes while they are still in the 
growing follicle, before the ovulatory peak of gonadotropins occurs." to support 
their contention that US '777 discloses solely Ml to Mil maturation. However, 



Application/Control Number: 10/626,053 
Art Unit: 1651 



Page 6 



the cited passage is not directed to IVF procedures and the patent is silent with 
regard to the phase of maturation of the oocytes, which would be a mixture of 
maturation phases according to Smitz et.al. when harvested according to 
routine IVF methods. Thus, the suggestion of US '777 to include a MAS in the 
culture medium with the oocytes harvested for an IVF method after routine 
administration of gonadotropins and which incorporates the addition of 
spermatozoa, see Smitz et al. for routine procedures, would inherently have 
oocytes in MM, in the culture medium with the spermatozoa. Applicants argue 
that the addition of MAS would be beneficial in respect of formation of zygotes. 
There is no evidence presented in the application showing higher implantation 
rates upon incubation in a culture medium which contains a MAS. The 
exemplification is to culturing oocytes in the presence of added FSH and ECF. 
This is not the same as and is not a direct showing of the addition of a MAS to 
Mil oocytes and an increase in implantation rates. Thus, there are no 
unexpected results in the specification which are commensurate in scope with 
the claim method. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the 
advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on . 
the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .1 36(a) will be calculated from the mailing date of the advisory action. In 
no event, however, will the statutory period for. reply expire later than SIX 
MONTHS from the mailing date of this final action. 

Applicant should specifically point out the support for any amendments 
made to the disclosure, including the claims (MPEP 714.02 and 2163.06). Due 
to the procedure outlined in MPEP 2163.06 for interpreting claims, it is noted 
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that other art may be applicable under 35 USC 102 or 35 USC 103(a) once the 
aforementioned issue(s) is/are addressed. 

Applicant is requested to provide a list of all copending applications that 
set forth similar subject matter to the present claims. A copy of such 
copending claims is requested in response to the office action. 

Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Sandra Saucier whose telephone 
number is (571) 272-0922. The examiner can normally be reached on Monday 
through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, M. Wityshyn can be reached on (571) 272-0926. The 
fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-21 7- 
9197 (toll-free). 




Sandra Saucier 
Primary Examiner 
Art Unit 1651 
April 17, 2007 



